October 16, 2001

TO: City and County Health Departments, Emergency Medicine Directors,
Infection Control Practitioners, Infectious Disease Physicians, Laboratory
Directors and Others on the OSDH Public Hedlth Alert System

FROM: Mike Crutcher, M.D., M.P.H., State Epidemiologist
Oklahoma State Department of Hedth

SUBJECT: PUBLICHEALTH ALERT: BIOTERRORISM

Infection Control Practitioners: Please distribute this document to the Emergency
Department and medical Saff.

Recent events indicate that anthrax is being used in acts of terrorism. To dete,
contaminated |etters ddlivered through the mail have been the apparent means of
dissemination. Media coverage of these events has caused a great ded of public fear that
has resulted in the need for the hedth-care community to be knowledgesble about this
threat so that they can respond appropriately. The enclosed guiddines are intended to
provide important information to hedlth-care professonasto assst them in addressing
issues related to bioterrorism (BT). Other information will be disseminated as it becomes
avalable. Please sharethisinformation with adl gppropriate medicd, nursaing, laboratory
and pharmacy g&ff in your fadility.

Summary of Recommendations:

- At present, there is no evidence of human cases of anthrax in Oklahoma. Also no
anthrax contaminated packages or |etters have been identified. However, hedth
professonas should remain dert for possible BT activity.

Immediately report any confirmed or suspected cases of anthrax or other potentid BT
agents (including plague, smallpox, tularemia, brucdlloss), and any unusua disease
manifestations or clusters of disease to the Oklahoma State Department of Health
(OSDH), Communicable Disease Division, 405/271-4060 (24 hour gday, 7
days/week.)

The routine prescribing of prophylactic antibiotics in the absence of evidencethat a
BT event has occurred in Oklahomais strongly discouraged.

Nasd cultures for anthrax are primarily for epidemiologica purposes and should not
be used in the eva uation of asymptomatic patients or patients with no confirmed
exposure to anthrax.

Serologica testing for anthrax is a developmentd test a the CDC. At present it is
used for epidemiological purposes and is not helpful for evauating asymptomatic
patients or patients with no confirmed exposure to anthrax.

Therisk of transmitting anthrax through a contaminated |etter or packageis extremdy
low. Testing of suspicious substances can be performed by the OSDH laboratory.
Persons who receive threatening letters or packages should contact local law
enforcement for investigation and transport to the OSDH |ab.




Oklahoma State Department of Health
Public Health Guidelinesfor Bioterrorism

(These recommendations are modified from CDC Recommendations of October 14, 2001)

l. Responding to anthrax or other biological agent threats

Detailed recommendations for responding to anthrax mail threats can be found in the
document “ Recommendations to Prevent the Transmission of Biologica Agents Through
L etters or Packages Ddlivered inthe Mail”. In generd, when a person receives a
threatening letter or package, or opens aletter or package in which a suspicious substance
spills out, they should contact their local law enforcement agency or dia 911. Whenever
possible, the law enforcement agency will respond to the incident and make arrangements
to transport the package to the OSDH Lab for testing. The response to these incidents
may vary from county to county and Health Department administrators are encouraged to
coordinate these efforts with local police and fire departments.  Persons who open a
letter or package that contains a substance thought to possibly be anthrax do not need to
be routingly given prophylactic antibiotics in the absence of Iaboratory documentation

that the substance is indeed anthrax, or other evidence to suggest that a BT event might
have occurred.

. Recommendationsfor persons possibly exposed to anthrax

A. Asymptomatic patient WITHOUT known exposure

- Reassure the patient about the rarity of infection without known exposure.
It'simportant for people to know that there is no screening test available for the
detection of anthrax infection in an asymptomatic person. Nasopharynged swabs
and blood serum tests should not be used for diagnosis or screening; they are
generdly used as an epidemiologic tool or to assist in confirming the diagnosisin
a person with symptoms compatible with anthrax.

B. Asymptomatic patient WITH known exposure

- Conduct an individud risk assessment with public hedth officidsto determineif
post-exposure prophylaxisis necessary. Currently, there are no screening tests
available for the detection of anthrax infection in an asymptometic person.
Decontaminating the patient and their clothing is not routingly recommended.
However, persons who may have come in contact with a suspicious substance
should be advised to wash hands immediately, shower as soon as possible, and
wash clothes with soap and hot water as soon as possible.
Post-exposur e Prophylaxis (PEP) Recommendations : Antibictics should only
be used in Stuations in which there is evidence to suggest that aBT event may
have occurred and that the patient might have been exposed. The routine
prescribing of antibiotics without credible evidence of an exposureis srongly
discouraged. Anthrax is not spread from person to person ; PEP is therefore not
recommended for family members and other persona contacts of exposed persons
unless they were smilarly exposed.




Initid therapy Duration
Adults (induding pregnant Ciprofloxacin 500 mg po BID 60 days
woman 12 and Or
immmunocompromised) Doxycycline 100 mg po BID
Children *° Ciprofloxacin 15-20 mg/kg po Q12 hrs* 60 days
Or
Doxycydine®:

>8 yrs and >45 kg: 100 mg po BID
>8 yrsand = 45 kg: 2.2 mg/kg po BID
=8yrs. sameas>8 yrsand = 45 kg

If susceptibility testing allows, therapy should be changed to oral amoxicillin for post-exposure
prophylaxis to continue therapy out to 60 days. In Florida, susceptibility testing determined that
the isolate was penicillin susceptible, and therefore amoxicillin wasindicated as afirst-line agent.
Although tetracyclines are not recommended during pregnancy, their use may beindicated for life-
threatening iliness. Adverse affects on developing teeth and bones are dose related, therefore,
doxycycline might be used for a short course of therapy (7-14 days) prior to the 6" month of
gestation. Please consult physician after the 6" month of gestation for recommendations.

Use of tetracyclines and fluoroquinolones in children has adverse effects. These risks must be
weighed carefully against the risk for developing life-threatening disease. If arelease of B.
anthracisis confirmed, children should be treated initially with ciprofloxacin or doxycycline as
prophylaxis but therapy should be changed to oral amoxicillin 40 mg/kg of body mass per day
divided every 8 hours (not to exceed 500 mg three times daily) as soon as penicillin susceptibility
of the organism has been confirmed.

Ciprofloxacin dose should not exceed 1 gram/day in children.

In 1991, the American Academy of Pediatrics amended their recommendation to allow treatment
of young children with tetracyclines for seriousinfections, such as, Rocky Mountain Spotted
Fever, for which doxycycline may beindicated. Doxycyclineis preferred for its twice-a-day
dosing and low incidence of gastrointestinal side effects.

. Hospitalized Patients with Symptoms Compatible with Anthrax
Notify public hedlth officials so they can begin an epidemiologic investigation.

Confirm the diagnosis by obtaining the appropriate laboratory specimens based on
the dinicd form of anthrax that is suspected (inhdationd, gastrointestingl, or
cutaneous).

- Inhdational anthrax: nasa swab, blood, CSF, and/or sputum

- Gadtrointestina anthrax: vomitus, feces, and/or blood

- Cutaneous anthrax: vesicular fluid and/or blood

[Il.  Signsand Symptoms of Anthrax Infection

For adetalled review of anthrax, refer to: Ingelsby TV, et d. Anthrax asabiologicd
weapon: Medica and public hedth management, JAMA 1999;281:1735-1745 (available
online & http://jamaama-assn.org).



Inhalational (pulmonary) anthrax: A brief prodrome resembling avira respiratory
iliness followed by development of hypoxiaand dysprea, with radiographic evidence of
mediagtind widening. Thisisthe most letha form of anthrax and results from inspiration
of 8,000-40,000 spores of B. anthracis. The incubation period of inhdationd anthrax is
unclear, but it is reported to range between 1 and 7 days possibly ranging up to 42 days.
Initid symptoms include sore throat, mild fever, muscle aches and maaise. These may
progress to respiratory failure and shock. Meningitis frequently develops. Physica
findings are usudly nonspecific. The chest x-ray may reved awidened mediastinum.
Diagnostic modditiesinclude gram stain of blood, and culturing of blood, CSF and
sputum. Nasopharynged culture can be used in conjunction with other cultures but
should not be used done in the evauation of symptomatic patients. Detection of B.
anthracis by gram stain of blood or on blood culture may not be diagnostic until latein
the course of illness. Therapy includes high dose penicillin, ciprofloxacin or doxycycline.
Case-fatdity is estimated to be at least 75%, even with al possible supportive care
including appropriate antibiotics. Though estimates of the impact of the dday in
postexposure prophylaxis or trestment on surviva can only be approximated, it has been
suggested that for each day of dday in initiating postexposure prophylaxis the case-
fatality rate increases by 5 to 10%. Pulmonary anthrax is not Spread person-to-person.

Gastrointestinal anthrax: Severe abdomind distress followed by fever and Sgns
of septicemia. This form of anthrax usualy follows the consumption of raw or
undercooked contaminated meat and is considered to have an incubation period of 1-7
days. An oropharyngedl and an abdomina form of the disease have been described in this
category. Involvement of the pharynx is usually characterized by lesons at the base of
the tongue, sore throat, dysphagia, fever, and regiona lymphadenopathy. Lower bowel
inflammation usualy causes nausea, oss of gppetite, vomiting and fever, followed by
abdomind pain, vomiting blood and bloody diarrhea. Diagnostic modditiesinclude gram
gain of blood and culture of vomitus, stood and blood. The case-fatdity is esimated to
be 25-60%, and the effect of early antibiotic trestment on that case-fatdity is not defined.

Cutaneous anthrax: A skinleson evolving from a papule, through a vesicular
dtage, to adepressed black eschar. Thisisthe most common naturally occurring type of
infection (>95%) and usualy occurs after skin contact with contaminated meet, wool,
hides or leather from infected animas. Incubation period ranges from 1-12 days. Skin
infection begins as a smdl papule, progressesto avesicle in 1-2 days followed by a
necrotic ulcer. Thelesonisusudly panless, but patients dso may have fever, maase,
headache and regiond lymphadenopathy. Diagnoss should be attempted by gram stain
and culture of fluid from the leson and blood. The case fatality for cutaneous anthrax is
20% without and 1% with antibiotic trestment.

Any suspected case of anthrax should be immediately reported to the
Communicable Disease Division of the Oklahoma State Department of Health at
(405) 271-4060, 24 hour gday, 7 days/week.



Any previoudy healthy patient with the following clinical presentations should be
immediately reported to OSDH.
A severe, unexplained febrileillnessor death,
Sepsisor respiratory failurewith a widened mediastinum,
Sepsiswith gram-positive rods or a Bacillus speciesidentified in the blood or
CSF.

Clinica laboratories should take care not to regard dl isolates of Bacillus species as
contaminants, especidly if isolated from blood or CSF, or in patients with multiple
positive cultures. OSDH recommendsthat dl sterile site Bacillus isolates be further
evauated, and if non-moatile or non-hemolytic, or if the clinical syndrome is suggestive of
anthrax, the isolates should be immediatdly referred to the OSDH Public Hedth Lab
(405/271-5070, or after hours 405/271-4060).

IV.  Other Issues Related to Anthrax: Recent events have created a great dedl of
public fear and the subsequent need for information on issues related to thisthreet. The
following providesinformation for some of the frequently asked questions.

Antibiotics: Antibiotics may be indicated to protect persons from developing
disease in gtuations in which thereis evidence that a BT event occurred. However, the
routine prescribing and stockpiling of antibicticsin the absence of a BT event is strongly
discouraged. Potentid problems with such a practice include adverse drug reactions,
persons taking the drugs inappropriately, enhancing the development of antibiotic
resstant organisms, and the use of expired medications. A mgor concern with this
practiceis the potential for depleting local supplies of antibiotics that would not be
avalable for routine or emergency use.

Anthrax vaccine: The vaccineis currently only available to military personnel
deployed to areas of the world where there isincreased risk for exposure to anthrax and
other BT agents. The vaccine is not available to the public and there is no plan at present
for routine vaccination of the generd public.

Gas masks: The use of gas masksto protect againg biological agentsis not
recommended. Contrary to previousterrorist eventsinvolving explosons or crashes, the
release of anthrax or other BT agentswill likely go unnoticed and people will not know
that they are being exposed to anthrax at the time it is occurring. People would therefore
have to wear the mask at al times to protect against an unobserved event.

Nasal swabs: Following the recent desth of a FHorida man, hedthy coworkersin
the same building as the case patient were tested with nasal cultures to determine isthere
was evidence of amore widespread exposure. However, nasa cultures have norolein
the evduation of personsin the absence of evidence of aBT event. They are generdly
only used for epidemiologic purposes or in conjunction with other diagnostic tests
(culture of blood, CSF, or sputum) in persons with symptoms competible with anthrax.

Serology: Serologicdl testing for anthrax is a developmentd test at the CDC and
isnot routindy avalable. It iscurrently being used to aid in the epidemiologica
investigations but a present is not helpful for establishing diagnod's during acuteillness.




How is Oklahoma responding to the threat of Bioterrorism? A sysem for
survelllance and control of infectious diseases has been established in Oklahoma for
severd decades. That system is coordinated at the state level by the Communicable
Disease Divison of the Oklahoma State Department of Hedlth, and functions at the loca
levd through city and county hedlth departments. The Infectious Disease Reporting
System provides the information required to identify and monitor infectious diseasesin
the state. Important partners in the effort to quickly identify and intervene in disease
outbregks include Infection Control Practitionersin hospitals, microbiology laboratories,
the emergency response system, Poison Control Center, and physicians and other health
professonds. This long-established system provides an excellent foundeation for
responding to BT and was expanded in 1999 through federa grants to meet specific BT-
related respongibilities. In particular, funds have been used to improve our |aboratory
capabilitiesto quickly identify BT agents and aso to hireafull time BT coordinator
(Robert Petrone, PhD, 405/271-4060).

V. General References: For more detailed information concerning potential BT
agents, please consult the following references or websites:

American College of Physicians http:/Aww.acponline.org/bioterr/
American Society of Microbiology: http://www.asmusa.org/pesrc/bioprep.htm
Association for Infection Control Practitioners: http://www.apic.org/bioterror/
CDC Bioterrorism Preparedness and Response:  http://www.bt.cdc.gov.

Infectious Disease Society of America: http://Aww.idsociety.org

Johns Hopkins Center for Civilian Biodefense: http:/Aww.hopkins- biodefense.org
The Johns Hopkins Center for Civilian Biodefense has written consensus guidelines

on the medica and public hedth management of the primary bioterrorist agents,
including smalpox, anthrax, botulism, plague and tularemia. These guiddines were
published in the Journd of the American Medica Association and archived copies are
available a http://jamaama-assn.org.

US Army Medical Research Indtitute of Infectious Diseases.
http:/Aww.usamriid.army.mil/education/bl uebook.html

VI.  Anthrax Information for Laboratory Personnel

Clinicd lab personnd will most likely be the first ones to perform preliminary testing on
clinica specimens from patients who may have been intentionally exposed to the
organism, and will play a criticd role in fadlitating rgpid identification of B. anthracis.
These guidelines provide background information and guidance to clinica laboratory
personne in recognizing Bacillus anthracisin aclinica specimen. Laboratory
confirmation of B. anthracis should be performed at the State Public Health Laboratory.

Any suspected isolate of B. anthracismust bereported to the OSDH L aboratory
IMMEDIATELY (405/271-5070, or 405/271-4060 after hours).



HANDLING LABORATORY SPECIMENS (possible B. anthracis)

- Risk to lab personne from handling clinical lab specimens with B. anthracisis
low, but it isimportant to minimize possible exposuresto personne aswel as
prevent contamination of thelab. Standard lab practices are sufficient. Perform
lab testsin an annudly certified Class 11 Biologicd Safety Cabingt; if that is not
possible, then use standard lab protective eyewear and a mask.

If exposure to contaminated sharps occurs:

- Follow standard reporting procedures for sharps exposures

- Thoroughly irrigate Site with sogp and water and apply a disnfectant solution
such as a0.5% hypochlorite solution. DO NOT SCRUB AREA.

- Promptly begin prophylaxis for cutaneous anthrax

- Recommended treatment for cutaneous exposure: prophylaxis with
Ciprofloxacin 500 mg by mouth twice aday for 7-10 days or Doxycycline 100
mg by mouth twice aday for 7-10 days.

- Notify the OSDH Public Hedlth Laboratory.

ROLE OF THE CLINICAL LABORATORY
Perform laboratory tests for presumptive identification of B. anthracisondinicd
specimens
Rase your index of suspicion for B. anthracis when the clinica picture (provided by
the clinician) involves arapidly progressive respiratory illness of unknown causein a
previoudy hedthy person
Refer any suspected isolates IMMEDIATELY to the OSDH Public Hedlth Lab.

PRESUMPTIVE IDENTIFCATION OF Bacillus anthracis

Direct smearsfrom clinical specimens

- Encapsulated broad rodsin short chains, 2-4 cdlls. Indialnk will demonstrate
capsule (Gram stan will not)

- B. anthraciswill not usudly be present in dinical specimens until latein
course of the disease

Smearsfrom sheep blood agar or other routine nutrient medium

- Non-encapsulated broad rods in long chains

- Encapaulated bacilli will only grow in nutrient agar supplemented with 0.8%
sodium bicarbonate in the presence of 5% CO, (Note: this procedure is
performed in Level B laboratories)

Gram gain morphology of B. anthracis
Broad, gram-pogtiverod: 1-1.5x 3-5u
Ovdl, centrd to subterminal spores. 1 x 1.5 u with no significant swelling of cell
Spores usudly NOT present in clinical specimens unless exposed to atmospheric
Oz




Colony Characterigtics of B. anthracis

- Bacillusanthraciscan beisolated primarily from blood, sputum, CSF,
vesicular fluid or eschar, and stool (if gastrointestinal anthrax).
After incubation on a blood agar plate for 15-24 hours at 35-37° C, well isolated
coloniesare 2-5mm in diameter; heavily inoculated areas may show growth in 6-
8 hours
Gray-white, flat or dightly convex colonies are irregularly round, with edges that
dightly undulate, and have “ground glass’ appearance
Often have comma-shaped protrusions from colony edge (* Medusa head”
colonies)
Tenacious consstency (when teased with aloop, the growth will stand up like a
beaten egg white)
Non-hemolytic (wesk hemolysis may be observed under areas of confluent
growth in aging cultures and should NOT be confused with red [3-hemolyss)
Will not grow on MacConkey agar
Non-moatile

Presumptive Identification key for Bacillus anthracis
Nor+hemolytic
Norn-matile
Encapsulated (requires Indiaink to visudize the capsule)
Gram-positive, sporeforming rod

If B. anthracis is suspected

The hedlth care provider, local law enforcement, and the local and State DOH
should be natified immediately
Do not perform further tests once you have reason to suspect B. anthracis. The
specimen should be transported to the OSDH Lab as directed (see Packaging and
Transporting Protocol below)
Leved B laboratories (OSDH Lab) will perform the following presumptive and
confirmatory tests

-lysis by gamma phage

-capsule detection (by DFA)

-detection of cdll-wall polysaccharide antigen by DFA

DECONTAMINATION
Effective gporicidd decontamination solutions

Commercidly-available bleach, 0.5% hypochlorite (a 1:10 dilution of household
bleach)

Rinse off the concentrated bleach to avoid its caudtic effects




Surfaces and non-gerilizable equipment
Work surfaces should be wiped before and after use with a sporicidal
decontamination solution
Routindly clean nont gerilizable equipment with a decontamination solution

Contaminated instruments (pipettes, needles, loops, micro dides)
Soak in a decontamination solution until autodlaving

Accidental spills of materia known or suspected to be contaminated with B.
anthracis

For contamination involving fresh dinicd samples

Flood with a decontamination solution

Soak five minutes before cleaning up

For contamination involving lab samples, such as culture plates or blood cultures,

or spills occurring in areas that are below room temperature:

Gently cover saill, then liberaly gpply decontamination solution

Soak for one hour before cleaning up

Any materids soiled during the clean-up must be autoclaved or incinerated

DISPOSAL
Incinerate or steam Sterilize cultures, infected materid, and suspect materid

PACKAGING and TRANSPORTING PROTOCOL

Pa:kaglng and labding specimensis the same as for any infectious substance
If the specimen isadry powder or paper materid, place it in aplastic zip-lock
bag, and place biohazard |abdl.
If the specimen isadlinica specimen, place biohazard labe on the specimen
receptacle, wrap the receptacle with an absorbent material.
Place the bag or specimen receptacle into aleak proof container with atight cover
that is labeled “biohazard.”
Pace this container into a second lesk proof container with atight cover that is
labeled “biohazard.” The size of the second container should be no larger than a
one-gdlon paint can.
For aclinical specimen, an ice pack (not ice) should be placed in the second
container to keep the specimen cold
If the specimenisnot aclinical gpecimen, but is paper or powder, the ice pack
should be omitted
Place the second container into athird leak proof container with atight cover that
islabeled “biohazard.” The third container should be no larger than afive-gdlon
paint can.
Both containers should meet state and federa regulations for transport of
hazardous material, and be properly labeed.




Transportl ng specimens to the OSDH L &b
Will be coordinated with the OSDH Lab at [405/271-5070 or 405/271-4060 after
hours).
Locd law enforcement or FBI personnd may be utilized to transport specimens if
bioterrorism is suspected.
In cases where the specimen is shipped by commercid carrier, ship according to
State and Federd shipping regulations.

REFERENCES FOR LABORATORY GUIDELINES
Laboratory Protocols for bioterrorism response laboratories for the identification
of Bacillus anthracis. CDC BT public web site: www.bt.cdc.gov
Inglesby TV, Henderson DA, Barlett JG, Ascher MS, et d. Anthrax asa
biologica wegpon: Medica and public heath management (consensus statement).
JAMA, May 12, 1999;281(18):1735-1745.
No authorslisted. Biologicd warfare and terrorism: the military and public hedlth
response. U.S. Army, Public Hedlth Training Network, Centers for Disease
Control, Food and Drug Administration, Satellite broadcast, September 21-23,
1999.

HELPFUL WEBSITES
Biosafety in the Microbiology Lab www.cdc.gov/od/ohs
Guiddine for Isolation Precautions www.cdc.gov/ncidod/hip
Public Hedth Image Library www.phil.cdc.gov
CDC Division of Laboratory Systems (DLYS)
www.phppo.cdc.gov/dis/default.asp

World Health Organization (WHO): Guiddines for the Surveillance and Control
of Anthrax in Humans and Animas www.who.int/emc-
documents’zoonoses’'whoemczdi 986¢.html




